Study selection
Studies were selected if they were randomised controlled trials comparing combined antidepressant-benzodiazepine treatment with antidepressants alone in adults with major depression. Studies were excluded if the antidepressant dose was < 100 mg of imipramine or its equivalent daily or the duration of the trial was < 4 weeks.
Data extraction
Data were extracted on patient characteristics, treatment type and dose, duration of follow up, and main outcomes.
Main results
9 studies involving 679 patients met the selection criteria. The antidepressants studied were imipramine, desipramine, amitriptyline, maprotiline, nortriptyline, clomipramine, fluoxetine, and mianserin; benzodiazepines studied included triazolam, alprazolam, diazepam, chlordiazepoxide, flunitrazepam, lormetazepam, bentazepam, clonazepam, and mexazolam. Patients allocated to the combined treatment group were less likely to drop out of the study than those in the antidepressant alone group (table). These patients were also less likely to drop out due to side effects (table). More patients in the combined treatment group showed a > 50% reduction from their baseline depression severity at 4 weeks than those in the antidepressant alone group (worst case scenario for dropouts, table ). This difference was no longer statistically significant at 8 weeks.
Conclusion
In adults with major depression, a combination of antidepressant and benzodiazepine treatment leads to fewer dropouts and less depression severity at 4 weeks than antidepressants alone. 
COMMENTARY
This valid review by Furukawa et al shows that benzodiazepines may add to the efficacy of antidepressants. The effect is strongest after 1 week, lasts until 4 weeks, and disappears after 6-8 weeks, although this latter finding is based on only 162 patients. What could cause this somewhat unexpected benefit? Firstly, it may be that benzodiazepines prevent the occurrence of anxiety related adverse effects in the first weeks of treatment. This may have lead to fewer dropouts particularly in the studies with selective serotonin reuptake inhibitors (SSRIs). The 2 studies (126 patients) evaluating SSRIs do not seem to exclude such a trend, but no subgroup analysis was done. The effect, however, is still statistically significant after exclusion of dropouts.
Secondly, the beneficial effect may be due to a reduction of anxiety and sleep disturbance, leaving the core symptoms of low mood and anhedonia undisturbed. Such a subgroup analysis was not possible and would require collection of individual patient data. Reduction in anxiety, however, could very well also speed up or promote further remission, or both.
Finally, a true additional effect of benzodiazepines would be in accordance with the increasing evidence for low gamma-aminobutyric acid function in depression.
1 The possible earlier onset of action is intriguing in this respect, because this is exactly what pharmaceutical companies have been looking for in new drugs without much success.
What are the clinical consequences? Clinicians are advised to prescribe benzodiazepines only to patients with severe anxiety and for no longer than 2-4 weeks. This review offers support for the not uncommon practice to combine antidepressants with benzodiazepines for depressed patients that have severe symptoms of anxiety who develop these on antidepressants. They should preferably be prescribed during the first weeks only and be withdrawn gradually: the only 2 studies in this review that investigated the risk of relapse after withdrawal reported numbers needed to harm of 2 and 7.
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